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DETAILED ACTION 

Claims 1, 4, and 6-1 1 are pending. 

The amendment to claims 1 and 9-10, the sequence listing, and the amendment to the 
specification filed on 1/22/07 is acknowledged and considered by the examiner. 



Election/Restrictions 

Claim 4 remains withdrawn from further consideration pursuant to 37 CFR 1.142(b) as 
being drawn to a nonelected species, there being no allowable generic or linking claim. Election 
was made without traverse in the reply filed on 6/9/06. 



Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or non-obviousness. 
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This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

Claims 1 and 1 1 are rejected under 35 U.S.C. 103(a) as being unpatentable over Snyder et 
al. (US 2002/0155580, cited on an IDS) taken with Simonet (US Patent No. 6,268,212, cited on 
an IDS). Snyder teaches a virus particle comprising a recombinant AAV vector comprising a 
promoter operably linked to a polynucleotide encoding a polypeptide comprising the factor VIII 
90kD heavy and light chain with the B-domain deleted (pages 5-12). Snyder teaches that the 
promoter can be tissue specific for the liver (page 4). Snyder further teaches that one of ordinary 
skill in the art will appreciate that a tissue-specific promoter for use in the AAV vector may be 
selected from any of the known liver-specific promoters (page 4). However, Snyder does not 
specifically teach a composition comprising a recombinant AAV virion comprising a nucleotide 
sequence encoding a B-domain deleted human Factor VIII protein operably linked to a liver 
specific promoter, wherein the liver-specific promoter is the transthyretin (TTR) gene promoter. 

However, at the time the invention was made, tissue specific promoter, specifically liver- 
specific promoters (e.g. TTR) were well known in the art for use in enhancing liver expression of 
a transgene using a vector as exemplified by Simonet. Simonet teaches several liver-specific 
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promoters (e.g. TTR) that could be used in producing a vector comprising a transgene operably 
linked to a liver-specific promoter (column 3, line 64-column 4, line 12 and abstract). 

It would have been prima facie obvious to a person of ordinary skill in the art at the time 
the invention made to combine the teaching of Snyder and Simonet to make a composition 
comprising a recombinant AAV comprising a nucleotide sequence encoding a B-domain deleted 
human Factor VIII protein operably linked to a liver specific promoter TTR. One of ordinary 
skill in the art would have motivated to make the claimed composition because factor VIII is 
expressed in the liver and the promoter TTR used to increase gene expression of a vector in the 
liver. 

In view of the teaching of Snyder and Simonet for producing a vector comprising a tissue 
specific promoter operably linked to a nucleic acid, one of ordinary skill in the art would have 
had a reasonable expectation of success for producing the claimed rAAV vector. 

Therefore the invention as a whole would have been prima facie obvious to one ordinary 
skill in the art at the time the invention was made. 

Applicant's arguments filed 1/22/07 have been fully considered but they are not 
persuasive. 

In response to applicant's argument that the office has not provided a specific motivation 
for combining Snyder and Simonet, the argument is not found persuasive because one of 
ordinary skill in the art would have motivated to make the claimed composition because factor 
VIII is expressed in the liver and the promoter TTR used to increase gene expression of a vector 
in the liver. See In re Sernaker, 702 F.2d 989, 994-95, 217 USPQ 1, 5-6 (Fed. Cir. 1983). 
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In response to applicant's argument that the references fail to show certain features of 
applicant's invention, it is noted that the features upon which applicant relies (i.e., high level of 
transgene expression) are not recited in the rejected claim(s). Although the claims are 
interpreted in light of the specification, limitations from the specification are not read into the 
claims. See In re Van Geuns, 988 F.2d 1 181, 26 USPQ2d 1057 (Fed. Cir. 1993). In addition, 
even if the claims recited the limitation, the applicant has not provided any evidence of record to 
support applicant's assertion. See In re Schulze, 346 F.2d 600, 602, 145 USPQ 716, 718 (CCPA 
1965); In re Geisler, 116 F.3d 1465, 43 USPQ2d 1362 (Fed. Cir. 1997). Furthermore, if the 
claims recite the limitation, the claims would be directed to a product taught in the prior art 
having the same structure. See STX LLC. v. Brine, 21 1 F.3d 588, 591, 54 USPQ2d 1347, 1350 
(Fed. Cir. 2000). Also see In re Dillon, 919 F.2d 688, 16 USPQ2d 1897 (Fed. Cir. 1991). 

In response to applicant's argument that the examiner's conclusion of obviousness is 
based upon improper hindsight reasoning, it must be recognized that any judgment on 
obviousness is in a sense necessarily a reconstruction based upon hindsight reasoning. But so 
long as it takes into account only knowledge which was within the level of ordinary skill at the 
time the claimed invention was made, and does not include knowledge gleaned only from the 
applicant's disclosure, such a reconstruction is proper. See In re McLaughlin, 443 F.2d 1392, 
170 USPQ 209 (CCPA 1971). This is the case here, the rAAV vector comprising the heavy and 
light chain of factor and the TTR promoter were known in the prior art. 

In response to applicant's argument that the office has not provided a reasonable 
expectation of success for producing the claimed invention, the argument is not found persuasive 
because Snyder teaches producing a rAAV vector comprising a promoter operably linked to a 



Application/Control Number: 10/632,645 Page 6 

Art Unit: 1635 

polynucleotide encoding the heavy and light chain of Factor VIII. Constructing a rAAV vector 
comprising a promoter was taught by Snyder and the TTR gene promoter was taught by Simonet. 
One of ordinary skill in the art would have a reasonable expectation of successfully cloning the 
TTR promoter into the vector taught by Snyder. See Ex parte Blanc, 13 USPQ2d 1383 (Bd. Pat. 
App.& Inter. 1989). 

Claims 1 and 6-8 are rejected under 35 U.S.C. 103(a) as being unpatentable over Snyder 
and Simonet as applied to claims 1 and 1 1 above, and further in view of Almstedt et al. (WO 
91/09122, cited on an IDS). 

However, Snyder and Simonet do not specifically teach a composition comprising a 
recombinant AAV virion comprising a nucleotide sequence encoding a functional Factor VIII, 
wherein the nucleotide sequence encodes a heavy and a light chain of Factor VIII with the B 
domain deleted, and wherein said light chain and heavy chain of Factor VIII are operably linked 
to a junction having SEQ ID NO: 15. 

However, at the time the invention was made, a recombinant factor Villi protein 
comprising a first DNA segment coding for the 90kDa chain and a second DNA segment coding 
for the 80kDa chain of human factor VIII, wherein the segments were interconnected by a linker 
DNA segment coding for a linker peptide of 4 to about 100 amino acid residues (having SEQ ID 
NO: 15 of the instant claims) was well known in the art as exemplified by Almstedt (abstract). 
Almstedt further teaches that the DNA sequence can be expressed in recombinant expression 
vectors (abstract). In addition, Almstedt teaches that the smallest active form (one heavy chain 
and one light chain) with a molecular weight of 1 70kDa could be activated by thrombin to the 
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same extent as the high molecular weight forms and there was an indication that that smaller 
form has a 50% longer survival time compared to the higher molecular form (page 4). 

It would have been prima facie obvious to a person of ordinary skill in the art at the time 
the invention made to combine the teaching of Snyder and Simonet in further view of Almstedt 
to make a composition comprising a recombinant AAV virion comprising a nucleotide sequence 
encoding a B-domain deleted Factor VIII protein, and wherein said nucleotide sequence further 
encodes a junction (SEQ ID NO: 15) that operably links said heavy and light chain of Factor 
VIII. One of ordinary skill in the art would have motivated to make the composition because 
Almstedt teaches that the smaller form of Factor VIII comprising both chains has a 50% longer 
in vivo survival time compared to the higher molecular forms of Factor VIII. 

Therefore the invention as a whole would have been prima facie obvious to one ordinary 
skill in the art at the time the invention was made. 

Applicant's arguments, see page 4, filed 1/22/07, with respect to the rejection(s) of 
claim(s) 1 and 6-8 under 103(a) have been fully considered and are persuasive. Therefore, the 
rejection has been withdrawn. However, upon further consideration, a new ground(s) of 
rejection is made in view of the amendment to claim 1 . 

Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. See In re Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. 
Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 
F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 
1970);and, In re Thorington, 418 F.2d 528, 163 USPQ 644 (CCPA 1969). 
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A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) may be used to 
overcome an actual or provisional rejection based on a nonstatutory double patenting ground 
provided the conflicting application or patent is shown to be commonly owned with this 
application. See 37 CFR 1.130(b). 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 
CFR 3.73(b). 

Claims 1 and 6-1 1 remain rejected under the judicially created doctrine of obviousness- 
type double patenting as being unpatentable over claims 1-25 of U.S. Patent No. 6,200,560. 
Although the conflicting claims are not identical, they are not patentably distinct from each other 
because the claim from the instant application and the claims from '560 are both directed a 
recombinant adeno-associated virus comprising a nucleotide sequence encoding a Factor VIII 
protein operably linked to a promoter. 

The claims from '560 do not specifically recite a nucleotide sequence encoding a Factor 
VIII lacking at least a portion of the B domain. However, in view of the definition of Factor VIII 
in the specification of '560, the claims of '560 read on the instant claim because the specification 
teaches that Factor VIII is lacking a B domain (Figure 3). See MPEP 804 which recites that 
those portions of the specification which provide support for the patent claims may also be 
examined and considered when addressing the issue of whether a claim in the application defines 
an obvious variation of an invention claimed in the patent (In re Vogel, 422 F.2d 438, 441-42, 
164 USPQ 619, 622 (CCPA 1970)). 

Applicant's arguments filed 1/22/07 have been fully considered but they are not 
persuasive. 
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Applicant request that the filing of a terminal disclaimer be postponed until allowable 
subject matter has been identified. 

Claims 1 and 6-1 1 remain rejected under the judicially created doctrine of obviousness- 
type double patenting as being unpatentable over claims 1 -25 of U.S. Patent No. 6,22 1 ,349. 
Although the conflicting claims are not identical, they are not patentably distinct from each other 
because the claim from the instant application and the claims from '349 are both directed to a 
recombinant adeno-associated virus comprising a nucleotide sequence encoding a Factor VIII 
protein operably linked to a promoter. 

The claims from '349 do not specifically recite a nucleotide sequence encoding a Factor 
VIII lacking at least a portion of the B domain. However, in view of the definition of Factor VIII 
in the specification of '349, the claims of '349 read on the instant claim because the specification 
teaches that Factor VIII is lacking a B domain (Figure 3). See MPEP 804 which recites that 
those portions of the specification which provide support for the patent claims may also be 
examined and considered when addressing the issue of whether a claim in the application defines 
an obvious variation of an invention claimed in the patent (In re Vogel, 422 F.2d 438, 441-42, 
164 USPQ 619, 622 (CCPA 1970)). 

Applicant's arguments filed 1/22/07 have been fully considered but they are not 
persuasive. 

Applicant request that the filing of a terminal disclaimer be postponed until allowable 
subject matter has been identified. 
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Conclusion 

Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Brian Whiteman whose telephone number is (571) 272-0764. 
The examiner can normally be reached on Monday through Friday from 6:30 to 4:00 (Eastern 
Standard Time), with alternating Fridays off. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Douglas Schultz, PhD, SPE - Art Unit 1635, can be reached at (571) 272-0763. 

Papers related to this application may be submitted to Group 1600 by facsimile 
transmission. Papers should be faxed to Group 1600 via the PTO Fax Center. The faxing of 
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such papers must conform with the notice published in the Official Gazette, 1096 OG 30 
(November 15, 1989). The Fax Center number is (571) 273-8300. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to (571) 272-0547. 

Patent applicants with problems or questions regarding electronic images that can be viewed in the Patent 
Application Information Retrieval system (PAIR) can now contact the USPTO's Patent Electronic Business Center 
(Patent EBC) for assistance. Representatives are available to answer your questions daily from 6 am to midnight (EST). 
The toll free number is (866) 217-9197. When calling please have your application serial or patent number, the type of 
document you are having an image problem with, the number of pages and the specific nature of the problem. The 
Patent Electronic Business Center will notify applicants of the resolution of the problem within 5-7 business days. 
Applicants can also check PAIR to confirm that the problem has been corrected. The USPTO's Patent Electronic 
Business Center is a complete service center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It also enables applicants to view 
the scanned images of their own application file folder(s) as well as general patent information available to the public. 

For all other customer support, please call the USPTO Call Center (UCC) at 800-786-9199. 



Brian Whiteman 




